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LISTING OF THE CLAIMS 

The following listing of claims will replace all prior versions, and listings, of claims i 
the application. 

Listing of claims : 

1 (currently amended). A combination, comprising valdecoxib, or 
phannaceutically acceptable salt thereof, and an allosteric alkyne inhibitor of MMP-: 
Formula (A) 




(A) 



or a phannaceutically acceptable salt thereof, or an N-oxide thereof, 
wherein: 

Wi is O, S, or NRa, wherein R 3 is hydrogen, (C,-C 6 )alkyl, hydroxyl or cyano; 
W 2 is selected from: 

hydrogen; 

trifluoromethyl; 

NH 2 ; 

(C,-Cio)alkylN(H); 

[(C,-Cio)alkyl]2N, wherein each (C,-C l0 )alkyl moiety is the same or different; 

(C r C 6 )alkyl; 

(C 3 -C 6 )alkenyl; 

(C 3 -C 6 )alkynyl; 

phenyl; 

naphthyl; 

phenyl-(Ci-Cio)alkyl; 
naphthyl-(Ci-C 1 0 )alkyl; 
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(C 3 -C, 0 )cycloall:yl-(Ci-Cio)alkyi; 

an aromatic 5-membered or 6-membered monocyclic heterocycle comprising 
carbon atoms and from 1 to 4 heteroatoms selected from O, S, N(H), and N-(Ci- 
Cio)alkyl; 

a nonaromatic 5-membered or 6-membered monocyclic heterocycle comprising 
carbon atoms and from 1 to 3 heteroatoms selected from O, S, N(H), and N-(Cr 
C,o)alkyl; 

wherein in W 2 each (Ci-Ci 0 )alkyl, (Ci-C 6 )alkyl s (C 3 -C 6 )alkenyl, (C 3 -C 6 )alkynyl, 
phenyl, naphthyl, phenyl-(C,-C t o)alkyl, naphthyl-(C r Cto)alkyl, (C 3 -C 10 )cycloalkyl- 
(C|-Cio)alkyl, aromatic heterocycle, and nonaromatic heterocycle group is 
independently unsubstituted or substituted by from 1 to 3 groups, which may be 
identical or different, selected from halo, NH 2 , (C r Cio)alkylN(H), [(CrCi 0 )alkyl] 2 N, 
wherein each (Ci-C l( ))alkyl moiety is the same or different, cyano, trihalo(Ci- 
C 6 )alkyl, (Ci-C 6 )acyl, C(=0)OR4, -OIL,, and SR4; 
R4 is hydrogen or (C t -C 6 )alkyl; or 
Wa-aftd^ft . may b e tak e n togothor to form a diradioal group W 2 Wj. of formula 



hydrog e n ; 

^ + -G^alk7H 
(C^ C^cyolo&lkylj 

a saturatod r hctcroGycle comprising from 3 to 8 ring mombors which ar e- e arbea 
atoms and ono hotoroatom s e l e cted from O, S, - N(H), and N (G^ ufaAkfh 
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ph e nyl; 
naphthyl; 

(€s-G. m)hotoroaryl comprising carbon atoms and from 1 to 1 hotoroatoms s e lec ted 
from O, S, N(H), and M {C^ Q^kyk 
phonyl (C i-G ^alkyU and 
naphthyl (C^ ufaSefc 
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R s - L, Miluctodfrom hydrogon, (C ^-Qg^ feyl, phenyl ( Co rG ^allcyl, and nap h*hyHe+- 
Q4 sjalkyl; 

wh erein in Wa-eaeh^-^afey^^^^^a^ saturated het e refyclc, phenyl, 
naphthyl, (C jrG wJbfl t oroQryl, phenyl ( d-S ^alkyl, and naphthyl (C^ )afeyl-g*e«p 
ii, independently unaubstitutod or substituted by (CHJ» - OII or (CIIa )p-^ftfet 

p is on int e gor of from 0 to 1 inclusiv&y 

X » is N or CR?, heroin P^ is oolootod from: 
hydrog e n? 

( C^ - C^oyo l oallcyl; 

u m i matod h c tcrocyolo oompriaing from 3 to 8 ring members w h ich arc carbon 
at oms and one hotoroatoni oolootod from O, S, N(H), and N (C*-£to)aHfiyH 
pheayH 
naphthyl; 

(Qyg^ hotoroaryl oomprioing carbon atoms and from 1 to 1 heteioatoms oolootod 

fr o m O, S, N (II), and M (G i-Gufr&yh 

phe^KGt-e^ ^alkyl; and 

naphthyl [ C^ -G^afeylt 
R&.asd4 Mm tho same or different, and aro - solcctod from hydrogen; (O i-Geja&yH 
pheayHeq.-G w )aUcyl; and naphthyl ■(■GrQmfrftyH 

wherein in X4 -ea^^4r€ 6 )^teyV^-C B) t yc,loaUp/l, notura i ud li u torooyclo, phenyl, 
naphthyl, (Cs -G ^otcroaryl, phenyl (Q .-G*d alkyl, and naphthyl^ -g w)^ po^P 
ii > independently unnubstimtod or substituted by (C^ - OH or (CHafr NIL, whoroin p 
is ail integor from 0 to 1 inclusiv e ; 
X t, an d X» indopondontly of oaoh oth e r oro N or C - P q One of X , ), X? and X! is N and 
nf y X ? and X. are C-R, wherein R is selected from: 
hydrogen; 
(C,-C 6 )alkyl; 
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hydroxyl; 

(C r C 6 )alkoxy; 

halo; 

trifluoromethyl; 

cyano; 

nitro; 

S(0) n iR4, wherein R4 is as defined above; 
NRkjRh; 

m is an integer of from 0 to 2 inclusive; 

R 10 and Ru are the same or different, and are independently selected from 
hydrogen; 
(C,-C 6 )alkyl; 

phenyl-(Ci-Cio)alkyl; and 

naphthyKCi-C l0 )alkyl; or 
R 10 and Ri 1 may be taken together with the nitrogen atom to which they are bonded to 
foim a 5-membered or 6-membered ring containing carbon atoms, the nitrogen atom 
to which Rio and R„ are attached, and optionally a second heteroatom selected from 
O, S, N(H), and N(Ci-Cio)alkyl, 

w herein not mora than two of tho groups X^, £3 and simultaneously aro 0 nitrog ea 
atom; 

n is an integer of from 0 to 8 inclusive; 
Zis C(R, 2 )(Ri3); 

Each R12 andRi3 independently of each other are selected from: 
hydrogen; 
(Ci-C 6 )alkyl; 
trihalo(C|-C 6 )alkyl; 
halo; 
NH 2 ; 

(C l -C 6 )alkylN(H); 

[(C,-C 6 )alkyl]2N, wherein each (Ci-C 6 )alkyl moiety is the same or different; 
OR,; 
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SR4;and 

C(=0)0R4, wherein R4 is as defined above; or 
R12 and R13 on the same carbon atom may be taken together with the carbon atom to 
which they are attached to form a carbonyl group; and 

Z can contain 1 carbon-carbon double bond when two R12 groups are absent and n is an 
integer of from 2 to 8; and 

Z can contain 2 carbon-carbon double bonds when four R| 2 groups are absent or three R12 
and one R13 groups are absent and n is an integer of from 3 to 8; and 
Z can contain 1 carbon-carbon triple bond when two each of R n and R13 are absent and n 
is an integer of from 2 to 8; and 

Z can contain 2 carbon-carbon triple bonds when four each of R12 and Rj 3 are absent and 
n is an integer of from 4 to 8; and 

One C(R, 2 )(Ri 3 ) group in Z can be replaced with O, N(H), N(C,-C 6 )alkyl, S, S(O), or 
S(0) 2 ; 

A is selected from: 
phenyl; 

an aromatic 5-membered or 6-membered monocyclic heterocycle comprising 
carbon atoms and from 1 to 4 heteroatoms selected from O, S, N(H), and N-(Ci- 
C l0 )alkyl; 

a nonaromatic 5-membered or 6-membered monocycle comprising carbon atoms 
and from 0 to 4 heteroatoms selected from O, S, N(H), and N-(Ci-Cio)alkyl; 
naphthyl; 

an aromatic 8-membered to 12-membered bicycle comprising two aromatic rings 
independently selected from 5-membered or 6-membered rings, wherein the rings 
may be the same or different and bonded or fused to each other, and wherein the 
bicycle comprises carbon atoms and from 1 to 6 hetero atoms selected from O, S, 
N(H), and N-(C r Cio)alkyl; 

an aromatic 8-membered to 12-membered bicycle comprising one aromatic 5- 
membered or 6-membered ring and one non-aromatic 5-membered or 6- 
membered ring, wherein the rings may be bonded or fused to each other, and 
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wherein the bicycle comprises carbon atoms and from 0 to 6 hetero atoms 
selected from O, S, N(H), andN-(Ci-Ci 0 )alkyl; and 
a non-aromatic 8-membered to 12-membered bicycle comprising two non- 
aromatic rings independently selected from 5-membered or 6-membered rings, 
wherein the rings may be the same or different and bonded or fused to each other, 
and wherein the bicycle comprises carbon atoms and from 0 to 4 hetero atoms 
selected from O, S, N(H), and N-(d-Cio)alkyl; 
Each R2 may be the same or different, and is independently selected from: 
hydrogen; 
(C,-C 6 )alkyl; 
halo; 
cyano; 
nitro; 

trihalo(Ci-C6)alkyl; 

NR 10 Rii; 

OR, 4 ; 

SRi 4 ; 

S(0)R, 4 ; 

S(0)2R,4; 

(Ci-C 6 )acyl; 

(CH 2 )kNRioRn; 

X 5 (CH 2 ) k NRi 0 Rn; 

(CH 2 )i { S0 2 NRhRis; 

X s (CH 2 ) k C(=0)ORi 4 ; 

(CH 2 ) k C(=0)OR, 4 ; 

X 5 (CH 2 ) k C(=0)NR, 4 Ri 5 ; 

(CH 2 )kC(-0)NRi 4 Ri5; and 

X6-R16; 

X 5 is O, S, N(H), or N(C,-C 6 )alkyl; 

k is an integer of from 0 and 3 inclusive; 

Rio and Rn are as defined above; 
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Rw and Ris may be the same or different, and independently are hydrogen or (Cr 
C 6 )alkyl; 

X 6 is a single bond, -CH 2 -, O, or S, S(0), or S(0) 2 ; 
Rie is selected from: 
phenyl; 

an aromatic 5-membered or 6-membered monocyclic heterocycle comprising 

carbon atoms and from 1 to 4 heteroatoms selected from O, S, N(H)> and N-(Ci- 

C,o)alkyl; 

cyclopentyl; 

cyclohexyl; and 

a nonaromatic 5-membered or 6-membered monocyclic heterocycle comprising 
carbon atoms and from 1 to 3 heteroatoms selected from O, S, N(H), and N-(Ci- 
C] 0 )alkyi; 

wherein in Rie each phenyl, aromatic 5-membered or 6-membered, heterocyclic ring, 
cyclopentyl, cyclohexyl, and non-aromatic 5-membered or 6-membered heterocyclic 
ring group independently is unsubstituted or substituted with from 1 to 3 groups 
independently selected from (d-C^alkyl, halo, trihalo(Ci-C 6 )alkyl, hydroxyl, (C,- 
C 6 )alkoxy, SH, (Ci-Cfi)alkylthio, NH2, (C r C 6 )alkylN(H), [(C,-C6)alkyl] 2 N, wherein 
each (Ci-Cs)alkyl moiety may be the same or different; 
q is an integer of from 0 to 7 inclusive; 
Ri is a group selected fromt 

hydrogen; 

(d-CsJalkyl; 

(C3-C6)alkenyl; and 

(C 3 -C«)alkynyl, 
wherein in R] each (Ci-C 6 )alkyl, (C 3 -Qi)alkenyl, and 

(C 3 -C 6 )alkynyl group is independently unsubstituted or substituted with from 1 to 3 
groups independently selected from NH 2 , (C,-(^)alkylN(H), [(C,-C 6 )alkyl]2N, 
wherein each (Ci-C 6 )alkyl moiety may be the same or different, (Ci-C 6 )alkyl, cyano, 
trihalo(C,-C 6 )alkyl, C(=0)OR4, ORj, SR4, wherein R4 is as defined above, and a 
group of formula (1) 
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(D 



m is an integer of from 0 to 8 inclusive, 
Yi 5 CR l sRi9; 

Each Rig andRw independently of each other, is selected from: 
hydrogen; 

(Ct-C 6 )alkyU 
phenyl; 

trihalo(CrC 6 )alkyl; 

halo; 

NH 2 ; 

■ (C,-C 6 )alkylN(H); 

[(C,-C6)alkyl]2N, wherein each (Ci-C6)alkyl moiety may be the same or different; 

OR4; 
SR4; and 

C(=OPR4; 

R4 is as defined above; 

Y can contain 1 carbon-carbon double bond when two R| 8 groups are absent and m is an 
integer of from 2 to 8; and 

Y can contain 2 carbon-carbon double bonds when four Rig groups are absent or three 
R] B and one R19 groups are absent and m is an integer of from 3 to 8; and 

Y can contain 1 carbon-carbon triple bond when two each of Rir and R19 are absent and 
m is an integer of from 2 to 8; and 

Y can contain 2 carbon-carbon triple bonds when four each of Ris and R19 are absent and 
m is an integer of from 4 to 8; and 

One C(Rig)(Ri 9 ) group in Y can be replaced with O, N(H), N(C l -C 6 )alkyl, S, S(O), or 
S(0) 2 ; 

B is a group selected from: 
phenyl; 
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an aromatic 5-membered or 6-membered monocyclic heterocycle comprising 
carbon atoms and from 1 to 4 heteroatoms selected from O, S, N(H), and N-(Ci- 
C| 0 )alkyl; 

a nonaromatic 5-membered or 6-membered monocycle comprising carbon atoms 
and from 0 to 4 heteroatoms selected from O, S, N(H), and N-(Ci-Cio)alkyl; 
naphthyl; 

an aromatic 8-membered to 12-membered bicycle comprising two aromatic rings 
independently selected from 5-membered or 6-membered rings, wherein the rings 
may be the same or different and bonded or fused to each other, and wherein the 
bicycle comprises carbon atoms and from 1 to 6 hetero atoms selected from O, S, 
N(H), and N-(Ci-Ci 0 )alkyl; 

an aromatic 8-membered to 12-membered bicycle comprising one aromatic 5- 
membered or 6-membered ring and one non-aromatic 5-membered or 6- 
membered ring, wherein the rings may be bonded or fused to each other, and 
wherein the bicycle comprises carbon atoms and from 0 to 6 hetero atoms 
selected from O, S, N(H), andN-(C 1 -C l0 )aIkyl; and 
a non-aromatic 8-membered to 12-membered bicycle comprising two non- 
aromatic rings independently selected from 5-membered or 6-membered rings, 
wherein the rings may be the same or different and bonded or fused to each other, 
and wherein the bicycle comprises carbon atoms and from 0 to 4 hetero atoms 
selected from O, S, N(H), and N-(C 1 -Cio)alkyl; 
r is an integer of from 0 to 7 inclusive, 

Each Rn may be the same or different and independently is selected from: 
hydrogen; 
(Ci-C 6 )alkyl; 
halo; 
cyano; 
nitro; 

trihalo(Ci-C 6 )alkyl; 

NRioRn; 
OR M ; 
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S(0)R H ; 

S(0) 2 Ri4; 

(Ci-QOacyl; 

(CH 2 )kNRioRu; 

X5(CH2) k NR,oRH; 

(CH 2 )kS0 2 NRi4Ri5; 

X 5 (CH 2 ) k C(=0)OR, 4 ; 

(CH 2 )kC(=0)OR, 4 ; 

X 5 (CH 2 ) k C(=0)NRi4Ris; 

(CH 2 ) k C(-0)NRi4Ris; and 

Xfi-Rie, wherein X s , k, R, 0 , Rii. Ri4, Ris,^, and R 16 are as denned above. 

2 (original). The combination of Claim 1, wherein: 
W 2 is(C r C6)alkyl; 
Wi is O; and 

Riis a group of formula (1) 



wherein Y, B, Ri?, m, and r are as defined for Formula (A) in Claim 1. 



selected from: 

4-{6-[3-(4-menioxy-phenyH-prop-l-ynyl]-l-memyl-2,4-dioxo-l,4-dmydro-2H- 

quinazolin -3 -ylmethyl} -benzoic acid methyl ester; 

4-[l-memyl-2,4-dioxo-6-(3-phenyl-prop-i-^ 

ylmethyl]-ben20ic acid; 

4-{6-[3-(4-mediOxy-phenyl-)-prop-l-ynyl]-l-methyl-2 > 4-dioxo-l J 4-dmydro-2H- 

quinazolin -3-ylmethyl}-benzoic acid; 

4. { 6.[3.(4-methoxy-phenyl-)-prop-l-ynyl]-l-memyl-2 > 4-dioxo-l,4-mhydro-2H- 

pyridoP^-dJpyrimidin-S-ylmethy^-benzoicacid; 




(D 



3 (original). The combination of Claim 1, wherein the compound of Formula (A) is 
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4-[l-memyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l 1 4-dihydro-2H-pyrido[3,4- 

d]pyrunidin-3-ylmethyl]-benzoic acid; 

4-benzyl-7-(3-phenyl-prop-l-ynyl)-4H-[l,2,4]triazolo[4,3-a]quinazolin-5-one; 

4-benzyl-7-[3^4-meiboxy-phenyl^prop-l-yiiyl]^H-[l J 2,4]triazolo[4 J 3- 

a]quinazolin-5-one; 

4-{7-[3-(4-metboxy-pbenyl)-prop4-ynyl]-5-oxo-5H-[l,2,4]triazolo[4,3- 

a]quinazoIin-4-ylmethyl} -benzoic acid methyl ester; 

4-[5-oxo-7-(3-phenyl-prop-l-ynyl)-5H-[l,2 > 4]triazolo[4,3-a]quinazolin-4- 

ylmethyl]-benzoic acid; and 

4-(l-metiiyl-2,4^oxo-6-(2-phenylethynyl)-l,4-dihydio-2H-quinazolin-3- 

ylmediyl)-benzoic acid; 

or a pbarmaceutically acceptable salt thereof, or an N-oxide thereof. 

4 (original). The combination of Claim 1 , wherein the compound of Formula (A) is 
selected from: 

4-{6-[3-(4-memoxy-phenyl-)-prop-l-ynyl]-l-memyl-2,4-dioxo-l,4-dmydro-2H- 

quinazolin -3-ylmethyl}-benzoic acid methyl ester; 

4-[l-memyl-2,4-dioxo-6-(3-phenyl-prop-l-^ 

ylmethyl]-benzoic acid; 

4-{6-[3<4-memoxy-phenylO-prop-l-ynyl^l-memyl-2,4-dioxo-l,4-dmydro-2H- 

quinazolin -3-ylmethyl}-benzoic acid; 

4_{6-[3-{4-memoxy-phenyl-)-prop-l-ynyl]-l-methyl-2Adioxo-l,4-dihydro-2H- 

pyrido[3 s 4^]pyrirmdin-3-yImethyl}-benzoicaci(i; 

4-[l-methyl-2,4-dioxo-6-(3-phenyl-prop-l-ynyl)-l,4-dihydro-2H-pyrido[3,4- 

d]pyrimidin-3-ylmethyl]-benzoic acid; 

4-benzyl-7-(3-ph<myl-prt>p-l-ynylM^ 

4-benzyl-7-[3-C4-methoxy-phenyl)-prop-l-ynyl]-4H-[U,4]triazolo[4 > 3- 

a]quinazolin-5-one; 

4.{7.[3.(4-memoxy-phenyl)-prop-l-ynyl]-5-oxo-5H-[l^,4]triazolo[4,3- 

a]quinazolin-4-ylmethyl}-benzoic acid methyl ester; 
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4-[5-oxo-7-(3-phenyl-prop-l-ynyl)-5H-[l,2,4]triazolo[4,3-a]quina20lin-4- 

ylmethyl]-benzoic acid; and 

4-(l-memyl-2,4-dioxo-6-(2-phenylethynyl)- 1 ,4-dihydro-2H-quinazolin -3- 

ylmethyl)-benzoic acid. 

5 (currently amended). A pharmaceutical composition, comprising a combination 
of valdoooxib, or a pharmaoQutically aoocptablo Gait thereof, and au alloatcric allcynft 
inhi b itor o f MMT ih f r " p l " T ™™ niTt, '™ 11 y "nopptablo anlt thereo f accOTdingto claim 1 
and apharmaceutically acceptable carrier, diluent, or excipient. 

6 (currently amended). A method of treating a disease or disorder selected from 
cartilage damage, inflammation, arthritis, and pain in a mammal, comprising 
administering to the mammal a therapeutically effective amount of a combination of- 
valdoooxib, or a pharmaooutically aoecptabla salt thereof, and an alloster in nllryn a 
inhibitor of MMP 13, or a ph c mnaooutically acccptablo aaltthar eef- according™ claim 1 . 

7 (original). The method according to Claim 6, wherein the disease or disorder is 
rheumatoid arthritis. 

8 (original). The method according to Claim 6, wherein the disease or disorder is 
osteoarthritis. 

9 (original). The method according to Claim 6, wherein the disease or disorder is joint 
inflammation. 

10 (original). The method according to Claim 6, wherein the pain is joint pain. 
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